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COMBINED-MTX TREATMENT IN DMARDS-NAÏVE TURKISH PATIENTS WITH SEROPOSITIVE RHEUMATOID ARTHRITIS AND THE IMPORTANCE OF PULMONARY TOXICITY
Background: Methotrexate (MTX) is the anchor drug for the treatment of rheumatoid arthritis (RA). There are important guidelines suggesting mono-MTX treatment at first for pharmacologic treatment of RA (1,2). We thought that these recommendations should be evaluated in different geographic regions and ethnic groups because of genetic factors. Objectives: Therefore, we aimed to compare the efficacy and adverse effect profile of mono-MTX and combined-MTX treatments in patients with DMARDsnaïve Turkish patients with seropositive RA. Methods: Hundred patients with seropositive RA (mean age: 47.4±12.0 years, 63 females and 37 males) were included. Patients were excluded the past history of using for synthetic or biologic DMARDs or moderate-high dose steroid (>10mg/day), viral hepatitis, transaminase elevations, and other contra-indications for MTX. Then they were divided as mono-MTX (n=57) and combined-MTX (n=43) groups. Results: There was no difference between groups in age (p=0.34), sex (p=0.104), age of onset (p=0.10), MTX-weekly dose (p=0.228), the score of DAS28 (p=0.783), RF level (p=0.473), and CCP level (p=0.592) at the beginning. Patients of combined-DMARDs group used higher dose of prednisolone than patients of mono-MTX group (p=0.011). The change of DAS28 scores was not different between groups. CRP levels of combined-MTX group were higher than mono-MTX group both beginning and at 6th month. The frequencies of adverse events were not different between groups. GI adverse events are the first line in both groups (28% vs.16.3%). The frequencies of dose decrease (7% vs. 14%) or stop (7% vs. 4.7%) for MTX were also not different between groups (p=0.288, p=0.257). The frequencies of other adverse effects were less than 5%. MTX dose decrease or stop have been moderately correlated with pulmonary involvement (r=0.4, p=0.02). Conclusions: Both mono-MTX and combined-MTX treatment had similar efficacy and safety profile in Turkish patients with seropositive RA as reported in studies of other countries suggesting no any advantage of combined MTX compared to mono-MTX (3). The frequency of MTX-stopping in our study was similar to this systematic review (9%). As a conclusion, MTX should also be the first choice of the treatment of RA in our country. Pulmonary adverse events should not be ignored. .21%) achieved an EULAR moderate response and 6 patients (6/43 patients, 13.95%) reached good response at week 12. Rapamycin administration resulted in an increase in the absolute counts of Treg cells in active refractory RA patients, from a median of 27.17 cell/ul (at week 0) to 37.57 cell/ul (at week 12) (P=0.041). The ratios of Th17/Treg cells shows a reduction from a median of 0.26 at baseline to 0.20 at week 12, but the difference is not significant (P =0.376). No significant difference was observed in the absolute counts of circulating Th17 and Th1 cells after rapamycin treatment. Interestingly, we observed that Treg cells increased before the complete remission of the disease (DAS28 score <2.6) in patients with active refractory RA. At week 12, the mean dose of prednisone which refractory RA patients were receiving decreased from 11.98 mg/d to 8.31 mg/d, with a dose reduced by ≥30% than that at baseline. The categories of DMARDs use were also reduced (P<0.05). No serious adverse events was observed during the 12-week period of rapamycin treatment. 
